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(FYDIBOHF23SPDLT)/cn=Recipients/cn=075561d171e845828ec67a945663a8e6-Hawkins, Belindal; Zwayer, Bette
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=79830e38edb14034b7e47e29ed213dab-Zwayer, Bette]; Bob Frederick
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[Ris.CharlesLNDU @usepa.onmicrosoft.com]; Brinkerhoff, Chris [/o=Exchangelabs/ou=Exchange Administrative
Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=8d96248a62bd42db%a6cd12e5adedaa5-Brinkerhoff, Chris]; Cubbison,
Christopher [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=e1b702ba5f394a15a49c5efad199035a-Cubbison, Christopher]; Christina
Bonanni [Bonanni.ChristinaLNDU @usepa.onmicrosoft.com]; Parsons, Christy [/o=Exchangelabs/ou=Exchange
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[Ross.ChristineLNDU@usepa.onmicrosoft.com]; Christopher Sheth
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Kathleen [/o=Exchangelabs/ou=Exchange Administrative Group
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[Serfling.KellyLNDU@usepa.onmicrosoft.com]; Kenneth Olden [Olden.KennethLNDU @usepa.onmicrosoft.com];
Krista Christensen [Christensen.KristaLNDU@ usepa.onmicrosoft.com]; Alexander, Laurie
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=1b0c420c5¢71464b922e50788alc22de-Alexander, Laurie]; Kopylev, Leonid
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=abfe6798809e4c8c8a27452ec86726d8-Kopylev, Leonid]; Lisa Vinikoor-Imler
[Vinikoor-Imler.LisaLNDU @usepa.onmicrosoft.com]; D'Amico, Louis [/o=Exchangelabs/ou=Exchange Administrative
Group {FYDIBOHF23SPDLT)/cn=Recipients/cn=78a91f83¢4414910be286efe02004dbc-D'Amico, Louis 1.]; Lucy Curtis
[Curtis.LucyLNDU@®@ usepa.onmicrosoft.com]; Lyle Burgoon [Burgoon.LyleLNDU®@usepa.onmicrosoft.com]; Flowers,
Lynn [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1a4411c874d041h9a8badfc32b91bd70-Flowers, Lynn]; CN=Madalene
Stevens/OU=DC/O=USEPA/C=US@EPA; Field, Malcolm [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8d12938447d14c7babcf431d75d745f6-Field, Malcolm]; Pratt, Margaret
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8eda90b62a874c¢7ea9d857903ac1fd14-Pratt, Margaret]; Maria Spassova
[Spassova.Maria@epa.gov]; Marian Rutigliano [Rutigliano.MarianLNDU@usepa.onmicrosoft.com]; Martin Gehlhaus
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[Gehlhaus.MartinLNDU @usepa.onmicrosoft.com]; Ross, Mary [fo=Exchangelabs/ou=Exchange Administrative
Group {FYDIBOHF23SPDLT)/cn=Recipients/cn=98359¢d 1f66f46ec91d327e99a3¢c6909-Ross, Mary]; Gwinn, Maureen
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=4bdc5237a5c440a7b664518e23eb5647-Gwinn, Maureen]; Johnson,
Maureen [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=bcd265492be044379%eafedd1fbOcffle-lohnson, Maureen]; Michael Slimak
[Slimak.MichaelLNDU@usepa.onmicrosoft.com]; Troyer, Michael [/o=Exchangelabs/ou=Exchange Administrative
Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=847b0020dd0e457e85f994aladb64b26d-Troyer, Michael]; Wright,
Michael [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0087b3fe163145869decad8b626fbfa3-Wright, Michael]; Keshava,
Nagalakshmi [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=d125¢2980ab348ec828basf513b95049-Keshava, Nagalakshmi]; Nina Wang
[Wang.NinaLNDU@usepa.onmicrosoft.com]; Birchfield, Norman [/o=Exchangelabs/ou=Exchange Administrative
Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=c910f2fd28414e819bbafe6dda525e9f-Birchfield, Norman];
CN=Patricia Gillespie/OU=RTP/0O=USEPA/C=US@EPA; Murphy, Patricia [fo=Exchangelabs/ou=Exchange
Administrative Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=4e02a7540f8042fda07eed1248addaf7-Murphy,
Patricial; Schlosser, Paul [/o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=121cf759d94e4f08afde0ceb646e711b-Schlosser, Paul]; White, Paul
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=4e179825823c44ebbb07a9704ele5d16-White, Paul]; CN=Pawlos
Girmay/0OU=DC/0O=USEPA/C=US@EPA; Peter Preuss [Preuss.PeterLNDU@usepa.onmicrosoft.com]; Sams, Reeder
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7d5b479%ccd894cea99ae55df20de6971-Sams, Reeder]; Jones, Samantha
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20c4667b8c534c90c15a830-lones, Samanthal; Barone, Stan
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=a4f8618acbba418da24¢110f3123a2af-Barone, Stan]; Stella Spyropoulos
[Spyropoulos.StellaL NDU @usepa.onmicrosoft.com]; Vulimiri, Suryanarayana [/o=Exchangelabs/ou=Exchange
Administrative Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=1a4f972302434ec6a04b015b14845a9d-Vulimiri,
Suryanarayanal; Makris, Susan [/o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7654051d8d1240a39dfa9463¢c9b0b7e5-Makris, Susan]; Rieth, Susan
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=00aac63cc995489188b8a449aaal8f5e-Rieth, Susan]; Berner, Ted
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=f1949¢9653024d3cb4aadc2bd69cafde-Berner, Ted]; Teneille Walker
[Walker.TeneilleLNDU @usepa.onmicrosoft.com]; Bateson, Thomas [/o=Exchangelabs/ou=Exchange Administrative
Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=29bfdde020bf4e93b431b9a72d9d230f-Bateson, Thomas]; Blessinger,
Todd [/o=ExchangeLabs/ocu=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=f5240ca690c84f8fb20bac6fd7273fd5-Blessinger, Todd]; Long, Tom
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7526c52b77aad4516b8%ac197536e5a6a0-Long, Tom]; Cogliano, Vincent
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=51f2736376ac4d32bad2fe7cfef2886b-Cogliano, Vincent]; Weihsueh Chiu
[Chiu.WeihsuehLNDU@usepa.onmicrosoft.com]; Sanchez, Yolanda [/o=Exchangelabs/ou=Exchange Administrative
Group (FYDIBOHF23SPDLT)/cn=Recipients/cn=473c34ae73994a4a8acafe6f03e0baeb-Sanchez, Yolandal

Subject: NEWS UPDATES: Industry Queries NTP Science Review Plan EPA May Use For IRIS Program (inside EPA)

Industry Queries NTP Science Review Plan EPA May Use For IRIS Program

Chemical industry and small business advocates are criticizing a lack of transparency in the National Toxicology Program's (NTP) new
systematic-review approach for improving risk and environmental health analyses -- a method EPA officials are weighing as a model to
improve the agency's Integrated Risk Information System (IRIS) program.

The NTP method would establish a seven-step process for bolstering literature searches and enhancing reviews of risk and
environmental health data in order to boost the validity of conclusions on key scientific data.

Ahead of a Dec. 11 meeting where NTP will present the approach to its Board of Scientific Counselors (BSC), the American Chemistry
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Council (ACC) says it supports the development of a "systematic" process for reviewing risk literature and other data and a
weight-of-evidence system for evaluating scientific studies for NTP and IRIS. However, a spokesman for the group says, "Our concern
lies with having sufficient time to provide input” on the approach. In a recent letter to NTP, the group says the existing method could
lead NTP to rely on poor quality data.

Similarly, the Small Business Administration's (SBA) Office of Advocacy in a Dec. 6 letter to NTP urges it to delay making a decision on
the new approach in order to allow more time for the public to weigh in. SBA "respectfully requests that the BSC extend time for
consideration of the Systematic Approach in order to allow for a more robust public comment process,” says the letter from Winslow

In response to the concerns, Andrew Rooney, deputy director of NTP's Office of Health Translation and Assessment, said through a
spokeswoman that NTP "welcomes all public comments. Each public comment is placed on the NTP web site, shared with our Board of
Scientific Counselors and taken into consideration by NTP."

During an earlier Nov. 27 interview with /nside EPA, Rooney said that scientists at NTP -- a program within the National Institute of
Environmental Health Sciences (NIEHS) — have been developing what they call "systematic review" over the past year. The multi-step
approach incorporates literature search, consideration of quality of information and data extraction techniques to glean a scientific basis
for answering a particular question, he said.

Ken Olden, the new director of EPA’s National Center for Environmental Assessment, has said systematic review could be helpful in
improving the agency's influential, but often criticized, IRIS program.

During a Dec. 6 interview, Olden said that he has asked a deputy to begin putting together a workshop on systematic review to inform
EPA on how the approach works, and how it could potentially improve IRIS chemical assessments. Olden said he want to hear from a
diverse group of experts on systematic-review fopics.

But Olden also stressed the need for outside groups to comment on it, saying the approach "needs public vetting [before EPA adopts
it]. I'd like to set up a full day where we talk about the pros and cons of different approaches,” he said in the interview. "Then after that,
we would decide which is the way for us to go."

He added, "If | was developing it, and we are leaning heavily on what others have done, at some point we have to get the stakeholders’
input. . . . The question is when [to seek that input].”

Olden suggested that such discussions are more substantive when the public has a draft document to respond to, and expressed
confidence that NTP would include public comment before finalizing its approach.

Linda Birnbaum, the director of NTP and NIEHS, has suggested that systematic review could help IRIS staff respond to a number of
criticisms lobbied at the program, according to her remarks at a Nov. 13 public meeting seeking suggestions on how to improve IRIS.
For example, IRIS critics have long claimed that agency staff cherry-pick the studies used to calculate quantitative risk estimates to
make chemicals' risks appear more dire.

NIEHS' Office of Health Assessment and Translation over the past two years "has spent considerable effort in examining various
existing systematic-review models as currently carried out by Agency for Healthcare Research and Quality and a collaboration called
GRADE, among others," Birnbaum said.

"The focus of this is really, or has been based upon, evidence-based medicine," Birnbaum said at the meeting. "It is important to
implement elements of systematic review into the literature-gathering and quality-evaluation steps. This not only provides
documentation that the appropriate literature has been searched and collected; two, that information was appropriately extracted from
the literature; and three, also provides a record that allows one to better understand how information has been integrated in the process
of reaching conclusions.”

Rooney in the interview said a literature search "enhances the transparency of a literature-based evaluation. . . . Atransparent structure
for the literature search, determining relevance, extracting data and determining its quality." While it "provides a transparent structure, it
doesn't eliminate the need for expert judgment.”

NTP released a draft of its systematic-review approach in August, seeking comments from a work group of BSC members and
others with expertise in systematic review. Ahead of the Dec. 11 meeting, NTP released the work group's report of recommendations,
as well as a revised version of its draft systematic-review approach.

The latest draft explains the seven-step approach NTP has developed, beginning with "scop[ing] and focus[ing] the topic,” leading to
the creation of "a draft protocol [that] is developed that outlines the proposed approach to answer the specific question or questions to
be addressed in the evaluation.”

The next step in the approach is the literature search. NTP has included a number of details that appear to address common industry
concerns that it is unclear how NTP and IRIS select studies for inclusion in their assessments. NTP's latest draft says, "A
comprehensive search of the primary scientific literature is performed . . . with sufficient details of the search strategy documented in
the protocol such that it could be reproduced.”

The third step entails data extraction from the studies selected through the literature search. The latest draft of NTP's approach
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explains, "Relevant data are extracted from individual studies selected for inclusion using separate template forms for human, animal,
and in vitro studies that are customized as needed for specific evaluations.”

Next, the approach reviews the quality of each study’s design through a pre-defined process. The draft says, "The risk of bias tool . . .
uses specific questions under five domains (selection, performance, attrition, detection, and reporting bias). . . . For each study
outcome, all of the applicable questions are answered with one of four options (definitely low, probably low, probably high, or definitely
high risk of bias) . . . following pre-specified criteria detailed in the protocol.”

The fifth step is to determine the confidence in the evidence from the overall group of studies. "These ratings reflect confidence that the
study findings accurately reflect the true association between exposure to a substance and an effect. . . . Conclusions developed in the
subsequent steps of the method are based on the evidence with the highest confidence. . . . For each outcome, collections of studies
are given an initial confidence rating by study design. . . . The initial rating is downgraded for factors that decrease confidence and
upgraded for factors that increase confidence in the results. Then, confidence across all available study designs is assessed,”
according to the recommendations.

Next, the approach calls for "[translat[ing] confidence ratings into level of evidence for health effect . . . [which] is assessed separately
within the human, experimental animal, and to the extent possible and necessary, other relevant data sets. The level of evidence for
health effects conclusions reflect both the overall confidence in the association between exposure to the substance and the outcome
(effect or no effect) and the direction of the effect (toxicity or no toxicity)."

Step seven is hazard identification. "To determine the hazard identification conclusion, the highest level of evidence for a health effect
from each of the evidence streams is combined in the final step of the evidence assessment process. Hazard identification conclusions
may be reached on individual cutcomes (health effects) or groups of biologically related outcomes, as appropriate, based on the
evaluation's objectives and the available data. . . . The four hazard identification conclusion categories are: Known to be a hazard to
humans; Presumed to be a hazard to humans; Suspected to be a hazard to humans; [and] Not classifiable or not identified to be a
hazard to humans," NTP says.

Following the release of the recommendations, ACC and SBA's Office of Advocacy raised concerns with what they claimis a
lack of transparency in how NTP developed the approach.

ACC argues that NTP and BSC have not requested public comment on the developing approach, nor was a meeting of the BSC work
group reviewing the draft approach publicly announced.

In a Nov. 27 letter, ACC includes a list of criticisms of the August draft of NTP's systematic-review approach. "The approach appears
highly biased towards greater consideration of epidemiological data, when most toxicological data is experimental, in vitro, or uses
animal models," Michael Walls, vice president of regulatory and technical affairs, writes in the letter. "Confidence in the 'body of
evidence' does not appear to include consideration of plausibility, mode of action, or relevance of the dosing to environmental
exposures that are of concern.”

ACC also queries what it considers an over-reliance on human data at the expense of toxicology and other non-human data.
"Evaluation of non-human data is not given sufficient weight or systematic consideration. . . . NTP has developed an approach that can
start with studies of low quality but somehow lead to moderate or high confidence in the 'body of evidence' and thus based on these low
quality studies, later conclude that the associations found imply a causal link."

Similarly, SBA's letter says the office "has heard from small businesses that are concerned that the very short time period NTP has
provided for review of and comment on [the systematic-review approach] will negatively affect their interests and will not promote
openness and transparency” required under Executive Order 13563. -- Maria Hegstad

Elizabeth Erwin

National Center for Environmental Assessment
Office of Research and Development

U.S. Environmental Protection Agency
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